REMARKS 



The only issues outstanding in the Office Action mailed July 16, 2003, are the 
Requirement for Restriction and the rejection under 35 U.S.C §112. The Examiner is thanked 
for indicating the withdrawal of the prior rejection over art. 

Requirement for Restriction 

At the outset, it is known that there is apparently an error on page 2 of the current Office 
Action, where claim 15 is grouped with the non-elected claims. Claim 15 is drawn to the elected 
species, and is therefore clearly, of necessity, grouped with the elected claims. Clarification of 
the Restriction Requirement in any subsequent Office Action is respectfully requested. 

Applicants maintain the traversal of the Restriction Requirement for the reasons set forth 
previously. Withdrawn claims 5, 7, 8 and 16-20 are directed to methods of using the compounds 
claimed in elected Group I. The reasons set forth in the original Office Action, which are relied 
on in the present Office Action, are reasons which relate to U.S. applications filed under 35 
U.S.C. §111. Thus, the reasons underlying the Restriction Requirement are inappropriate in the 
present application, which is the national phase of a PCT International application. Such 
applications are governed under the unity of invention standards in PCT rules 13.1 and 13.2. See 
annex B of the Administrative Instructions under the PCT, setting forth detailed explanation of 
the requirements of unity of invention. In particular, attention is directed to part 2 of the 
Administrative Instructions, where the following three claims are shown to have unity of 
invention: 

Claim 1 : A method of manufacturing chemical substance X. 
Claim 2: Substance X. 

Claim 3: The use of substance X as an insecticide. 

The Administrative Instructions state that unity exists between claims 1, 2 and 3, in view 
of the special technical feature, to all the claims - substance X. In the present situation, claims to 
the use of compounds of the elected group, as well as claim 2 to the preparation of these 
compounds (claim 2, in fact, has been grouped with the elected claims) clearly possess unity of 
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invention and should be maintained together in the same application. Thus, withdrawal of the 
Restriction Requirement is again respectfully requested. 

Moreover, even if the present application is treated under the inappropriate U.S. rules, it 
is submitted that, in view of the allowability of the present compound claims as discussed below, 
rejoinder should be effected in accordance with M.P.E.P. §821.04. The same is respectfully 
requested, should the PCT rules, for whatever reason, not be applied herein. 

Rejection under 35 U.S.C $112 

Claims 1, 2 and 9-14 have been rejected under 35 U.S.C §1 12, first paragraph. 
Reconsideration of this rejection is respectfully requested. 

At pages 2 and 3 of the Office Action, it is argued that the specification is not enabling 
for compounds having R 1 or R 2 equal to Het, at least for the full scope of heterocyclic moieties 
encompassed within this term. While the "Wands factors" are listed on page 3 of the Office 
Action, there is no explanation of why these factors would militate a conclusion that the 
specification is not fully enabling for the full scope of compounds within the scope of the term. 
In fact, it is submitted that a careful consideration of these factors would, in fact, evidence full 
enablement for the original scope of the term. 

The Process of Preparing Rejection 

The Office Action alleges that the Applicants only provide examples where "het" is 
thiophene, thiazole or pyridyl. Even if this was correct, the examples are more than ample to 
provide enablement for "het", as they provide representative synthesis of a variety of well-known 
heteroaryls. Synthesis of heteroaryls within the claim is well known in the art, and the 
specification provides numerous specific compounds, see the examples. 

Even absent such disclosure and vast amount of examples, the courts have placed the 
burden upon the PTO to provide evidence shedding doubt on the disclosure that the invention 
can be made and used as stated; see, e.g., In re Marzocchi, 439 F.2d 220, 169 U.S.P.Q. 367 
(CCPA 1971) (holding that how an enabling teaching is set forth, either by use of illustrative 
examples or by broad terminology, is of no importance.) The disclosure must be taken as in 
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compliance with the enabling requirement of the first paragraph of § 1 12 unless there is reason 
to doubt the objective truth of the statement contained therein. See In re Marzocchi, supra. No 
such evidence or reason for doubting Applicants' disclosure is provided. 

Additionally, "the [enablement] requirement is satisfied if, given what they [, those of 
ordinary skill in the art,] already know, the specification teaches those in the art enough that they can 
make and use the invention without 'undue experimentation.'" See Amgen v Hoechst Marion 
Roussel, 65 U.S.P.Q.2d 1385 (Fed. Cir. 2003). Making the compounds of the claimed invention, 
having the specific "het" groups of the claims, would be routine for those of ordinary skill in the art 
in view of Applicants' disclosure. Explicitly providing examples for preparing species having each 
possible option for each "het" group is not necessary to enable the same. See, for example, Spectra- 
Physics v Coherent, 827 F.2d 1524, 3 U.S.P.Q.2d 1737 (Fed. Cir. 1987) ("A patent need not teach, 
and preferably omits, what is well known in the art"); In re Howarth, 654F.2dat 105, 210U.S.P.Q. 
689 (CCPA 1981) ("An inventor need not ... explain every detail since he is speaking to those 
skilled in the art."); In re Gay, 309 F.2d 769, 774, 135 U.S.P.Q. 311 (CCPA 1962) ("Not every last 
detail is to be described, else patent specifications would turn into production specifications, which 
they were never intended to be.") 

There is no requirement that an Applicant provide examples directed to the preparation of 
each and every species of a claimed invention. See, for example, In re Angstadt, 537 F.2d at 
502-03, 190 U.S.P.Q. 214 (CCPA 1976) (deciding that Applicants "are not required to 
disclose every species encompassed by their claims even in an unpredictable art"); Utter v 
Higara, 845 F.2d at 998-99, 6 U.S.P.Q.2d 1714 (CAFC 1988) (holding that a specification 
may, within the meaning of Section 1 12, Para. 1, enable a broadly claimed invention without 
describing all species that claim encompasses). Instead, as discussed earlier, there is no 
requirement for any examples. See, for example, Marzocchi, supra, stating that "an enabling 
teaching is set forth, either by use of illustrative examples or bv broad terminology, is of no 
importance ." The M.P.E.P. also agrees by stating that "compliance with the enablement 
requirement of 35 U.S.C. 112, first paragraph, does not turn on whether an example is 
disclosed ." See M.P.E.P. § 2164.02. 

The citation of the "Wands" factors, without discussion thereof at page 3 of the Office 
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Action, does not further support the rejection. In deed, it is submitted that, with respect to the 
Wands factors, the level of skill in the art is high, the quantity of experimentation needed to make 
and use a given heterocyclic-containing compound within the scope of the present claims is 
limited, in view of the present specification, and, thus, the specification clearly enables making 
using the invention of the present claims. Indeed, as discussed above, the law does not require an 
Applicant to test a compound in examples. See, for example, Marzocchi, supra, stating that 
whether "an enabling teaching is set forth, either by use of illustrative examples or by broad 
terminology, is of no importance ." The M.P.E.P also agrees by stating that "compliance with the 
enablement requirement of 35 U.S.C. §112, first paragraph, does not turn on whether an example 
is disclosed ." See M.P.E.P § 2164.02. Thus, the disclosure must be taken as in compliance with 
the enabling requirement of the first paragraph of § 1 12 unless there is reason to doubt the 
objective truth of the statement contained therein. See In re Marzocchi, supra. No reasons for 
such doubt have been provided. 

With respect to pharmaceutical inventions, an Applicant is not required to test the claimed 
compounds in their final use. The Federal Circuit in In re Brana, 51 F.3d 1560 (Fed. Cir. 1995), 
stated that 

usefulness in patent law, and in particular in the context of pharmaceutical 
inventions, necessarily includes the expectation of further research and development. 
The stage at which an invention in this field becomes useful can be well before it is 
ready to be administered to humans. If the courts were to require Phase II testing in 
order to prove utility for pharmaceutical inventions, the associated costs would 
prevent many companies from obtaining patent protection on promising new 
inventions, thereby eliminating an incentive to pursue, through research and 
development, potential cures in many crucial areas. 

The specification of the application on page 1 teaches that the compounds have a strong affinity 
for 5-HT 2 a receptors; they furthermore exhibit 5-HT 2 a receptor-antagonistic properties. 

The specification notes similar activity in analogous compounds, page 2, lines 4-9, and 
provides an in vitro screening test for evaluating activity, page 2, line 21, page 4, line 19. A 
statement of utility for all claimed compounds is recited at page 4, lines 8-18 (contrary to the 
argument at page 4, lines 1-3 of the Office Action). 

Doubt has been held reasonable where, for example, the invention has been characterized as 
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"highly unusual," In re Houghton, 433 F.2d 820 (CCPA 1970), as "incredible," In re Citron, 325 
F.2d 248, (CCPA 1963), or as "too speculative," In reEltgroth, 419 F.2d 918 (CCPA 1970). Because 
compounds having similar activities are known in the art, the existence of a new class of compounds 
having the claimed activities is not objectively doubtable, i.e., not "highly unusual," "incredible/' 
and/or "too speculative." 

Thus, the claimed methods of use are proper since the compounds were shown to possess the 
activity indicative of their usefulness in the claimed methods. 

With regard to Wands, supra, used by the Examiner as the basis of the rejections, the 
court therein teaches that whether undue experimentation is needed is not a single, simple factual 
determination, but rather is a conclusion reached by weighing many factual considerations. 
Factors to consider whether a disclosure requires undue experimentation is summarized to 
include the 8 Wands factors (not reproduced here). No factor alone is determinative. The court 
in Wands, further held that the test is not merely quantitative, since a considerable amount of 
experimentation is permissible, if it is merely routine, or if the specification in question provides 
a reasonable amount of guidance with respect to the direction in which the experimentation 
should proceed. 

Applicants provide ample evidence to the claimed activity and ample guidance to test the 
activity of further compounds according to the invention. Any one of the claimed compounds 
can be tested by routine protocol known to those of ordinary skill in the art. 

The current application's specification even goes further than necessary to provide an 
enabling disclosure by providing guidance to one of ordinary skill in the art as to dosages to be 
administered. See specification on page 20, lines 20 to 36. A disclosure of dosages, or actually a 
disclosure of how to obtain dosages, can be evidence that the claims are enabled. In Cf. United 
States v. Telectronics, Inc ., 857 F.2d 778, 785, 8 USPQ2d 1217 (Fed. Cir. 1988) the court found 
a specification enabling in part because those skilled in the art would know how to conduct a 
dose response study to determine the appropriate amounts to be used. In the present application 
Applicants do more. They disclose specific doses to be administered. 

Accordingly, it is submitted that ample basis to withdraw the rejection under 35 U.S.C 
§112 exists. The same is respectfully requested. 
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The claims of the application are submitted to be in condition for allowance. However, if 
the Examiner has any questions or comments, he is cordially invited to telephone the undersigned 
at the number below. 

The Commissioner is hereby authorized to charge any fees associated with this response 
or credit any overpayment to Deposit Account No. 13-3402. 



MILLEN, WHITE, ZELANO 

& BRANIGAN, P.C. 
Arlington Courthouse Plaza 1, Suite 1400 
2200 Clarendon Boulevard 
Arlington, Virginia 22201 
Telephone: (703) 243-6333 
Facsimile: (703)243-6410 

Attorney Docket No.: MERCK-2384 

Date: October 16, 2003 
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Respectfully submitted, 



Harry B. Shubin, Reg. No. 32,004 
Attorney/ Agent for Applicant(s) 
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